Diabetes mellitus is the most common comorbidity in cystic fibrosis (CF). Recently, more attention has been paid to early glucose metabolism derangements (GMDs). The subject of this report is a female patient, affected by CF since 3 months of age. She presented with intermittent diabetes during early childhood. At the age of 10 years, oral glucose tolerance test (OGTT) was performed and showed glucose intolerance (IGT) status; glargine insulin therapy was started. At the age of 13 years, CF-related diabetes with fasting hyperglycemia occurred, so rapid insulin at meals was added. During the following year, clinical and nutritional status improved. Stable clinical conditions were observed in the following 3 years. This is the first case of very long-term follow-up concerning a CF patient with GMDs. Our case confirms the importance of paying attention to early GMDs in very young CF patients and seems to suggest that earlier therapy could ameliorate CF natural history.
INTRODUCTION
Diabetes mellitus is the most common comorbidity in cystic fibrosis (CF) people, occurring in 40-50% of adult patients and in a variable number of children and adolescents. Recently, more attention has been paid to other less severe glucose metabolism derangements (GMDs), since prediabetes may be related to increased morbidity, and early treatment may improve the clinical course in patients with CF [1] . According to the American Diabetes Association (ADA) classification, diabetes diagnosis is made in CF patients who present fasting blood glucose values greater than 7 mmol/l or glycemia greater than 11.1 mmol/l at time 120 of the oral glucose tolerance test (OGTT); the former condition is classified as CF-related diabetes-fasting hyperglycemia positive (CFRD-FH?) and negative (CFRD-FH-) respectively. By means of OGTT is also possible to differentiate glucose intolerance (IGT; glucose values 7.7-11.1 mmol/l at time 120); normal glucose tolerance (NGT; glucose values less than 5.5 mmol/l at time 0 and less than 7.7 mmol/l at time 120). CFRD prevalence increases with Enhanced content To view enhanced content for this article go to http://www.medengine.com/Redeem/ F7F8F060003A0AFD. age and it is less than 2% among children younger than 10 years old, and for this reason official guidelines recommend to perform OGTT as screening test only after 10 years of age. On the other hand among the CF population aged less than 10 years, it is possible to detect early GMDs [1] . Beyond age, other risk factors are female gender, F508del homozygotes, severe pancreatic insufficiency, and corticosteroid use. Regarding clinical status, diabetes is associated with more severe pulmonary disease, more frequent pulmonary exacerbation or infections caused by resistant microorganisms, and more severe nutritional involvement. It has been demonstrated that early onset of hyperglycemia is related to a lower rate of survival and a higher rate of lung transplantation [1] . Furthermore, recently it has been questioned whether GMDs could influence health status of CF patients and whether insulin treatment, administered before overt diabetes, could be beneficial in reducing the number of pulmonary infections [1] .
Here, we describe long-term follow-up in a CF patient with very early onset of diabetes.
CASE REPORT
The subject of this report is a female patient, affected by CF diagnosed at 3 months of age because of the presence of classic respiratory and gastrointestinal symptoms [2] . Genotype was F508del/F508del with classic CF phenotype. At the diagnosis, during oral corticosteroid treatment, the infant manifested high fasting plasma glucose (FPG) levels (33-35 mmol/L) and glycosuria, which required insulin therapy for 1 week at 0.6 U/kg/day. Insulin was stopped 2 days after steroid withdrawal. Laboratory investigation showed insulinopenia but excluded autoimmune causes of diabetes: human leukocyte antigen DR3/DR4 was negative; glutamic acid decarboxylase antibodies were negative. Family history for glucose intolerance or diabetes was negative. Hemoglobin A1c (HbA1c) levels were 31 mmol/mol (normal values 23-41 mmol/mol). More details about this patient at onset have been described in a previous paper [2] . At 8 years of age, during a pulmonary exacerbation, which required steroid treatment, hyperglycemia recurred (12.8 mmol/L) but on immediately stopping steroid therapy no insulin was required. Two weeks later, OGTT was performed and showed ''indeterminate glucose tolerance'' status (named INDET [1] , i.e., NGT patients with glucose value greater than 11.1 mmol/l at intermediate times during OGTT). One year later during the third pulmonary exacerbation treated with steroids, symptomatic diabetes occurred, which required 1 week insulin therapy at 0.8 U/kg/day. In the following 20 months five pulmonary exacerbation occurred which did not require steroid therapy and did not cause hyperglycemia. At the age of 10 years, OGTT was performed according current guidelines [1] away from pulmonary exacerbation and steroid therapy; it showed IGT status (glycemia peak at T90 of 16.88 mmol/L); contemporary clinical conditions were worsening [increased number of pulmonary exacerbations, worsening of BMI z score, and mean forced expiratory volume in 1 s % (FEV1%)]. Glargine insulin therapy 0.35 U/ kg/day once daily was started. During the following 2 years two pulmonary exacerbations occurred, FEV1% was 97% of predicted value, and mean BMI z score was -0.4. When she was 13 years old, CFRD-FH? occurred; HbA1c was 55 mmol/mol. Insulin therapy was modified and rapid insulin at meals was added; total dose of administered insulin (rapid insulin ? glargine) was 0.9 U/kg/day. During the following year, clinical and nutritional status improved: no pulmonary exacerbations were detected, FEV1% remained stable, without the predicted annual decrease (3%), BMI z score was -0.18. Stable clinical conditions were observed in the following 3 years. When she was 16 years old, an increased rate of pulmonary exacerbations was observed, FEV1% significantly decreased to 70.5%, BMI z score was -0.5 (Table 1) , and HbA1c reached a value of 66.1 mmol/mol.
COMPLIANCE WITH ETHICS GUIDELINES
Informed consent was obtained from the parents of the patient for being included in the case report.
DISCUSSION
There are no outcomes data in the literature on CF patients who present with diabetes since infancy, and this is the first case report of very long-term follow-up concerning a CF patient with GMDs started in infancy.
In the literature only three cases of CFRD occurred in early childhood. The first was a female CF infant who presented with CFRD at 6 months [3] . The second was a female CF neonate who presented with transient diabetes which persisted during a 15-month follow-up and successively developed IGT [4] . The third was a male CF patient who developed CFRD at the age of 2 years, treated with insulin: this patient showed F508del/F508del, pancreatic insufficiency, and absence of autoimmunity; failure-to-thrive was present at diabetes diagnosis [5] . In the second and third cases, diabetes started without steroid therapy; on the contrary, our patient's diabetes was stimulated by steroid therapy, even if the inflammatory condition surely played a relevant role in starting diabetes by means of insulin resistance.
The long-term follow-up of our patient confirms that GMDs, when present in CF patients, appear to be never fully reversible and characterized by a progressive evolution which could worsen at the time of adolescence. Furthermore, our case confirms that the worsening of GMDs is parallel to the worsening of BMI z score and FEV1%. In addition, it is possible to think that earlier glargine administration could perhaps have reduced the worsening of nutritional status and pulmonary function (FEV1%).
CONCLUSION
Our case confirms that GMDs in CF patients could appear even in infancy, that they are never fully reversible, and are progressive. For this reason, it is important to pay attention to early GMDs, even in patients aged less than 10 years, i.e., the age limit recommended by CF guidelines. In fact an earlier GMDs diagnosis could open the way to a more tailored therapy in order to ameliorate CF natural history.
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